course. After failure of penicillin, therapy with tetracycline was followed by improvement. A recurrence of urethritis was again successfully treated with tetracycline. However, the subsequent development of shoulder arthralgia, conjunctivitis, and a scaly scalp rash prompted the use of prednisone 15 mg/day, which was later ceased but then reintroduced as the condition relapsed. When seen at this hospital 2 months later he had an asymmetrical polyarthritis, painful cervical and lumbar spines, generalised pustular dermatitis, conjunctivitis, buccal ulcers, and balanitis. Despite bed rest and local joint therapy the polyarthritis and spondylitis progressed, accompanied by frank KDB and a febrile systemic illness. Administration of salicylates, phenylbutazone, flufenamic acid, and teracosactrin failed to influence the course of disease. In midNovember 1971 methotrexate 25 mg (0 3 mg/kg) in divided doses over 24 hours once per week was begun, and indomethacin was substituted for phenylbutazone. Rapid improvement in all clinical features followed, and by early January 1972 mild polyarthritis and minor skin lesions were controlled on salicylates, indomethacin, and methotrexate 12 * 5 mg/week. In March 1972 the patient returned to work and over the next 24 months required methotrexate 7*5-10 mg/week for control of disease, which was manifest as mild psoriasis. Laboratory investigations on the 3 patients showed normal haemoglobin, mild leucocytosis, and markedly elevated ESR, accompanied in 2 cases by thrombocytosis. Cultures of synovial fluid, urine, and urethral swabs failed to grow organisms; the Wassermann reaction and gonococcal complement fixation test were negative. Synovial fluid C3 and C4 were elevated in 2 cases, of the same order as an increase in serum complement. Each patient was found to have the antigen HLA B27; case 2 had HLA B13 in addition. Furthermore each patient had full haematological and liver function tests monitored, at first weekly and then monthly. These have all remained within normal limits.
Regular clinical follow-up has not detected development of cardiovascular or neurological complications of Reiter's disease, nor any evidence of pneumonitis.
Comment
The clinical diagnosis of classical Reiter's disease in these 3 patients is supported by the presence of HLA B27 and the raised synovial fluid complement. The presence of the psoriasis-associated antigen HLA B13 in case 2 is interesting in view of the nature of the skin lesions. However, cases 1 and 3 show that this antigen is not essential for the expression of full dermatological features.
The indication for methotrexate in these cases was severe progressive skin and joint disease with systemic illness despite an adequate trial of conservative therapy and in 2 cases systemic corticosteroids. In these latter 2 cases joint disease persisted and skin lesions appeared to worsen with corticosteroid. The regimen followed was a modification of that of Weinstein and Frost (1971) , with an initial dose of 0 * 3 mg/kg/week (0 * 2 mg/kg/m2/week) administered in 3 divided doses at 12-hourly intervals. In all cases the response was dramatic, ultimately allowing the sufferer to return to an essentially normal existence. It has been possible to withdraw the drug completely after 2 years in 1 case and to reduce the maintenance dosage relatively quickly in another, but in the third patient a moderately high maintenance dose has been necessary. No biochemical toxicity has occurred over 50 patient-months of treatment.
Methotrexate has a well established use in the treatment of severe psoriasis, and its value in psoriatic arthropathy has been known for the last 15 years. In each instance the tendency is to use a low maintenance dosage of the drug, about 5-15 mg/ week, which contrasts with the dosage schedules used in neoplastic disease. In a recent review Weinstein (1977) has surveyed a large experience of the drug, mainly in the treatment of psoriasis, with particular attention to hepatotoxicity. He concludes that some 3 %Y of patients (with psoriasis) develop cirrhosis within the first 4 years of therapy. This histologically based review identified pre-existing abnormal liver biopsy, total cumulative dose of drug, obesity, and heavy alcohol intake as factors contributing to the development of cirrhosis; of these, alcohol was considered the major factor.
Of the 36 cases of methotrexate-induced pneumonitis reviewed by Sostman et al. (1976) 3 had psoriasis, 1 had ankylosing spondylitis and mycosis fungoides, 1 polymyositis, and 1 polymyositis and progressive systemic sclerosis. In 2 of the psoriatic cases pneumonitis appeared as a hypersensitivity phenomenon after a low total dose; in the third a much higher dose had been taken before development of pulmonary toxicity. All 3 patients recovered within 21 days after withdrawal of the drug. The potential for liver and pulmonary toxicity as well as other unwanted effects of cytotoxic therapy was considered acceptable for our cases, in which methotrexate therapy was indicated, despite the expectation of long-term therapy.
Methotrexate has been found by us to be a useful and well tolerated drug, indicated in severe resistant cases of Reiter's disease. Some evidence is presented that systemic corticosteroids may aggravate the dermatological symptoms with little benefit to the synovitis. This may apply particularly to patients with a psoriatic diathesis as determined clinically, by family history, or HLA typing. 
